Synthesis of Oxazolidine-2-thione (C).
To a solution of 2-aminoethanol (6.1 g, 100 mmol) in EtOH (250 mL) was added K 2 CO 3 (6.9 g, 50 mmol) and carbon disulfide (15.2 g, 200 mmol). The mixture was heated to 40 °C, and H 2 O 2 (30% w/w) (15.3 mL, 150 mmol) was added over 1 h. The reaction was cooled to room temperature and stirred for an additional 4 h then sat. NH 4 Cl (aq, 10 mL) was added, and the solution was extracted with EtOAc (3x150 mL). The organic phases were combined, dried with MgSO 4 , concentrated, and purified via silica gel chromatography, eluting hexanes and
EtOAc to afford C in 78% yield (4.0 g, 39 mmol 
General Procedure for Synthesis of Model Compounds 1-8:

Protocol for the amide coupling (Method i):
To a solution of carboxylic acid (1 mmol) in anhydrous CH 2 Cl 2 (10 mL), was added DCC (1.1 mmol) and DMAP (1.1 mmol). The mixture was stirred at room temperature for 20 min followed by the addition of the corresponding amine (A-D) (1 mmol) and stirred for an additional 4 h. The resulting solution was concentrated, then purified via silica gel chromatography eluting with a gradient of 0-30% EtOAc in hexanes. mmol) in THF (30 mL) was added 2M NaOH (25 mL), and the mixture heated to 55 °C for 4 h. THF was removed in vacuo. The aqueous layer was acidified to pH 2-3 using 6M HCl, which caused the formation of an off-white precipitate. The precipitate was 
Protocol for Schotten-Baumann reaction (Method ii)
OH O HN Y X n + N O n Y X n = 0, 1 DCC, DMAP
Synthesis of proMMPi
Stability of Model Compounds
Aqueous stability of compounds was determined by making a 1 mM stock solution in 40% DMSO/60% Buffer (100 mM Tris-Cl, pH 7.4) and incubating at 37 °C for 24 h.
Stability in the presence of nucleophiles was determined by making a 1 mM stock solution in 40% DMSO/60% Buffer (100 mM Tris-Cl, pH 7.4) and adding the corresponding nucleophile (20 equiv, 20 mM) and incubating at 37 °C for 24 h.
Enzyme Inhibition Assays
MMP Inhibition Assays
Inhibition values of proMMPi were determined using a commercially available 
COX-1 Inhibition Assays
Inhibition values of proIBU was determined using a commercially available fluorescent- 
Figure S26
Cytotoxicity assay for thiazolidinone promoiety B. Each data point is the result of three independent experiments (error bars shown).
